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This listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Listing of Claims 

Claims 1 - 3 (cancelled) 

4. (currently amended) A com p ound radiopharmaceutical according to claim 4- 47, 

comprising 1-5 targeting moieties. 

5 . (currently amended) A compound radiopharmaceutical according to claim 3r 47, 

comprising one targeting moiety. 

Claims 6-11 (cancelled) 

12. (currently amended) A co mpound radiopharmaceutical according to claim 4- 47> 
wherein the linking group is of the formula: 
ffyV^h-fCRl3Rl4^^ Z ^_^ CR 13 aR 14 a ^. n y2^ y. 

R IS is H. =Q, COOH. SO^H. FO^H. CtCs alkyl substituted with 0-3 R 16 . 
arvl substituted with 0-3 R u , benzyl substituted with 0-3 R 16 . O-O alkoxv 
substituted with 0-3 R 16 . NHCf=Om t7 , C(=0)NHR 1? . NHR 17 . R 17 . and a bond to 
the chelator; 

Rl6 is independently selected at each occurrence from the group; a bond 
to the chelator, COOR* 7 , C(=CftNHR 17 NHCf-OlRlT. OH, NHRl? SO^H. 
POgH, -OPOftJ gg , -OSO^fiU arvl substituted with 0-3 R 17 . O k*; alkvl substituted 
with 0-1 R l8 «_Cl-g alkoxv substituted with 0-1 R 18 , and a 5-1.0 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 
N. S. and O and snhstituted with 0-3 R* 7 ; 
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R* 7 is independently selected at each occurrence from the group: H, 
alkvl substituted with 0-1 aryl substituted with 0-1 R* 8 , a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 
S, and Q and substituted with 0-1 R* 8 , €3,10 cvcloalkvl substituted with 0-1 
lOK polyalkvlene glycol substituted with 0-1 Rl8, carbohydrate substituted with 
0-1 RlB„ cyclodextrin substitnted with 0-1 R*$, amino acid substituted with 0-1 
R*8, polycarboxvalkyl substituted with 0-1 R***, polvazaalkvl substituted with 
0-1 R 1 ^ peptide substituted with 0-1 R 18 - wherein the peptide is comprised of 

2-10 amino acids, 3.6-O-disulfo-B-P-galactopvranosvI, 

bisfahosphonometbylMycine, and a bond to the chelator; 

R* s is a bond to the chelator: 

h is 1; 
gis3; 

and R 14 are independently H; 
x is 1; 
k is 0; 
g' is 0; 
h'isl; 

W^isNH; and 
xMsl. 

13. (currently amended) A com p ound radiopharmaceutical according to claim 10 47, 



wherein the linking group is of the formula: 

xis 0; 
kis 1; 

Z is aryl substituted with 0-3 Rl<5; 
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Rl6 i s independently selected at each occurrence from the group: a bond 



to the chelator, COOR* 7 Cf^OlNHR* 7 . NHCf^CftR* 7 OH. NHR^, SQ^H, 
POjiH, -OrOj iH2 . -OSOiH, arv) substituted with 0-3 R* 7 Org alkvl substituted 
with 0-1 R 18 , Cu z alkoxv substituted with 0-1 and a 5-1 fl membered 

heterocyclic ring system containing 1-4 heteroatoms independently selected from 
W, S, and O and substituted with 0-3 R* 7 ; 

R* 7 is independently selected at each occurrence from the group: H« 

alkyl substituted with 0-1 R* 8 , arv) substituted with 0-1 R* 8 « a 5-10 member ed 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 

N, and O and substituted with 0-1 R* 8 . Cviq cvcloalkyl substituted with 0-1 
R* 8 . polvalkylene glycol substituted with 0-1 R* 8 , carbohydrate substituted with 
0-1 Rl8, cyclodextrin substituted with 0-1 R^ 8 - amino acid substituted with 0-1 
R 18 . polvcarboxyalkyl substituted with 0-1 R* 8 « polvazaalkvl substituted with 
0-1 R* 8 « peptide substituted with 0-1 R 18 . wherein the peptide is comprised of 

2-10 amino acids, 3.6-O-disnlfo-B-D-galactopyranosvU 

bisfphosphonomethyfl glycine, and a bond to the chelator; 
R* 8 is a bond to the chelator; 

R 1 3a and R 14a are independently H; 
h* is I; and 
x 7 is 1. 

1 4. (currently amended) A compoun d radiopharmaceutical according to claim 4£ 47> 
wherein the linking group is of the formula: 



(fWl^-(CRl3Rl4^^ 

W 1 isC(=0)NR 15 ; 
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R 15 is H. =Q. COOH, SOsH. PO^EL Ct-CU alkvl substitnted with 0-3 R 16 . 
arvl substitnted with 0-3 R lc . benzyl substituted with 0-3 R 1 *. C.VO; alkoxy 
substituted with 0-3 R lti . NHC(=Q)R n , a^OWTHR 17 * MR 17 , R l7 « and a bond to 
the chelator; 

R 16 is independently selected at each occurrence from the group: a bond 
to the che lator, COOR 17 q-ONHR* 7 . NHC(=0>R 17 OH, NBR 17 SO^ H. 
FO tH. -OFO^ Hg . -OSOjH, aryl substituted with 0-3 R 17 . Ci-g alkyl substituted 
with 0-1 R* 8 . Ci-^ alkoxv substituted with 0-1 R 18 , and a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 
N. S. and O and substituted with 0-3 R* 7 ; 

R* 7 is independently selected at each occurrence from the group: H, 
alkvl substituted with 0-1 R 18 , arvl substituted with 0-1 R 18 . a 5-10 mcmbered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 
N, S. and Q and substituted with 0-1 R 18 . C^to cvcloalkyi substituted with 0-1 
r!B a polyalkvlene glycol substituted with 0-1 R 18 . carbohydrate substituted with 
0-1 R 18 , cvclodextrin substituted with 0-1 R* 8 + amino acid substituted with 0-1 
R 18 , polycarboxvalkyt substituted with 0-1 R* s « polyazaalkvl substituted with 
0-1 R 18 , peptide substituted with 0-1 R 18 . wherein the peptide is comprised of 

2-iQ amino acids, 3,6-O-disulfo-B-D-gala ctooyranosyl, 

bisfohosphonomethyRglyciae. and a bond to the chelator; 

Rl8 is a bond to the chelator; 

his 1; 

Sis 2; 

Rl3 and R 14 are independently H; 

xisl; 

k is 0; 

Rl3a and Rl4a ^ independently H; or Ci- 5 alkyl substituted with 0-3 R 16 ; 
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R^is SO3H; 

W 2 isNHC(-0)orNH; 
h' is 1; and 
x T is 2. 



15. (cancelled) 

16. (currently amended) A compound radiopharmaceutical according to claim £G 47 , 

wherein the linking group is of the formula : 

x is 0; 
ki$0; 

Rl3a and Rl4a are independently H: or Ci^ alkyl substituted with 0-3 

Rl6; 

Rl6 is independently selected at each occurrence from the group: a bond 
to the chelator, 

FO^H, -OPQ^H^ arvl substituted with 0-3 R 17 , alkvl substituted 

with 0-1 R* 8 « Cug alkoxv substituted with 0-1 R 18 , and a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from 
N. S» and O and substituted with 0-3 R*?: 

Rl7 is m independently selected at each occurrence from the group: H-, 

alkyl substituted with 0-1 R* 8 « arvl substituted with 0-1 R 18 a 5-10 membered 
heterocyclic ring system containing 1*4 heteroatoms independently selected from 
ftL S, and O and substituted with 0-1 r1 8 . C^-in cycloalkyl substituted with 0-1 
R* 8 , polvalkvlene glycol substituted with 0-1 R* 8 , carbohydrate substituted with 
0-1 R 18 , cyclodextrm substituted with 0-1 R 18 « amino acid substituted with 0-1 
R* 8 , polvcarboxvalkvl substituted with 0-1 R 18 . polyazaalkyl substituted with 
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n-1 Rl8 T peptide suhstitnted with 0-1 R 18 > wherein the peptid e is comprised of 

2.1Q amino acids, disulfo -B-D-galactopyranosyl, 

fiis (phosphonomethvDglyci ne. and a bond to the chelator; 
1*18 i s a bond to the chelator^ 

g*is3; 
h'isl; 

W 2 is NH; and 
x 5 is L 

17. (cancelled) 

1 8 (currently amended) A GesipeW radiopharmaceutical according to claim 47, 
wherein the linking ft roup is of the formula: 

f0V 1 )!t rP l3 P 14 vV ^7>-((rRl3a R 14aY^^hto 

W 1 is 0=0; 
h is 0. 1, or 2i 

g is 2; 

r13 and R* 4 are independently H; 
~y is 0. 1. 2, 3 ? 4, or 5; 

k is 0; 
g' is 0; 
h' isl; 

W 2 is NH; and 
x'isl. v 

19. (currently amended) A ^empm^d radiopharmaceutical according to claim M 47, 
wherein the linking group is absent. 



Claims 20 - 46 (cancelled) 
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47, (currently amended) A radiopharmaceutical comprising a compound of claim 1 and 
a cytotoxic radioisotope which i s complexe s! to tho chelator ; 

wherein said compound comprises: 
t) 1-30 tarpetin e moieties j 
iO a chelator; and 

iii) 0-1 linking groups between the targeting moiety and chelator: 

wherein the targeting moietv is a matrix metalloproteinase inhibitor 
having an inhibitory constant Ki of <100 nM of the formula ffb): 

R 

wherein^ 

rS is independently at each occurrence OH or phenyl 1 optionally 
substituted with a bond to the linking group, provided that when r8 is phenvk 
RlO i&-Cf=OVCHR 12 -NH CH^CH^VCQOH; 

R? and R^' are independently H, Cu& alkvl optionally substituted with a 
bond to the linking group, or are taken together with the carbon atom to which 
R9 and R^* are attached to form a 5-7 atom saturated, partially unsaturated or 
aromatic ring system containing 0-3 heteroatoms selected from (X N, SO? and 5, 
said ring system substituted with R* and optionally substituted with a bond to 
the linking group; 

RlO and are independently or Ci-g alkvl optionally substituted 
with a bond to the linking group, or are taken together with the nitrogen atom to 
which thev are attached to form a 5-7 atom saturated, partially unsaturated or 
aromatic ring system containing 0-2 additional heteroatoms selected from Q„ N. 
SO? and S, said ring system optionally substituted a bond to the linking group; 

or alternatively, 
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and R^O are taken together with the nitrogen atom and carbon atom 
to which thev are attached to form a 5-7 atom saturated, partially unsaturated or 
aromatic ring system containing 0-2 additional heteroatoms selected from Q 1 N. 
SO? and S- said ring system optionally substituted with a bond to the linking 
group; and 

Rl2 is independently Ci-20 alkyL 
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Claims 48 - 49 (cancelled) 

50. (currently amended) A radiopharmaceutical comprising: according to claim 49 

w herein the compound is a cytotoxic radioisotope and a compound 

selected from the group consisting of: 

2- {[5-(3- {2-[(6-Hydroxycarbamoyl--7-isobutyl-8-oxo-2-oxa-9-aza- 
bicyclo[ 1 0.2.2]hexadeca- 1 (1 5),1 2(1 6), 1 3-triene- 1 0-carbonyl)-amino]-acctylamino} - 
propylcarbamoyl)-pyridin-2-yl]-b^ acid; and 

2-{[5-(4-{[(6-Hydroxycarbamoyl-7-isob^ 
bicyclo[10.2.2]hexadeca-l(]5) f 12(l6)J3-^^ 

ben£ylcarbamoyl)-pyridin-2-yl]^ acid; and 

wherein the cytotoxic radioisotope is ^^Tc. 

51. (original) A radiopharmaceutical according to claim 47 wherein the cytotoxic 

radioisotope is selected from the group consisting of beta particle emitters, alpha 
particle emitters, and Auger electron emitters. 

52. (original) A radiopharmaceutical according to claim 47 wherein the cytotoxic 

radioisotope is selected from the group consisting of: ^ 6 Rje, 1S8 Rc s 153 Sm, ^6ho 7 
177 L u, I49p mj 9a Y, 212 Bi? 103 Pd) 109 Pd> 159^ 140 La , 198 Au? lQ9 Au? 169vb, 
175vb, 165 Dyj l66 Dyi 67cu 5 10 5 Rh, 1 1 1 Ag 3 and IMfc 
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53. (original) A radiopharmaceutical according to claim 47 wherein the cytotoxic 

radioisotope is selected from the group consisting of: 186 Re, *88ft ej 153$^ 166jjo, 
177 LUj 149 Pm3 90y, 212 Bi> l03 Pd) md 105^ 

54. (original) A radiopharmaceutical according to claim 47 wherein the cytotoxic 

radioisotope is selected from the group consisting of; ^Sr^ 188^ lS^Sm, 16&Ho 9 
177 LUa 149 Prn> 90 Y> and 212 B i. 

55. (cancelled) 

56- (previously presented) A radiopharmaceutical composition comprising a 
radiopharmaceutical of claim 47 ? or a pharmaceutically acceptable salt thereof, and a 
pharmaceutically acceptable carrier. 

Claims 57 - 60 (cancelled) 

61 . (currently amended) A radiopharmaceutical kit comprising a radiopharmaceutical of 

Claim 17 claim 47, or a pharmaceutically acceptable salt form thereof and a 
pharmaceutically acceptable carrier, 

62. (currently amended) A radiopharmaceutical kit of Claim 60 claim 61 further 

comprising a stabilizer. 

63. (currently amended) A radiopharmaceutical kit according to Claim 60 claim 61. 

wherein the radioisotope is I86j^ e or 1 88r c m & the kit further comprises one or more 
ancillary ligands and a reducing agent. 

64. (currently amended) A radiopharmaceutical kit according to Claim 63 claim 63, 

wherein the ancillary Hgands are tricine and a phosphine. 



11 



PAGE 20/24 1 RCVD AT 8/1812004 1:17:26 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/6 * DNIS:8729306 * CSID:+2 1 55683439 * DURATION (mm-ss):0544 



Aug-18-Q4 01 :20pm From-Woodcock, Washburn 



+2155683439 



T-375 P. 021/024 F-534 



DOCKET NO.: PH-7064/BMS-Q685 
Application No.; 09/783,248 
Office Action Dated! April 29, 2004 



PATENT 

REPLY FILED UNDER EXPEDITED 
PROCEDURE PURSUANT TO 
37 CJP.&. §1.116 



Claims 65 - 67 (cancelled) 

68. (currently amended) A method of treating a pathological disorder mediated by a 
matrix metaUoproteinase in a patient which comprises administr mg administering 
to a patient in need thereof a therapeutically effective amount of a 
radiopharmaceutical according to claim 47 and a pharmaceutically accepiable carrier. 

Claims 69-71 (cancelled) 

72. (original) A method of inhibiting proliferation of cancer cells, comprising contacting the 

cancer cells with a proliferation-inhibitory amount of a radiopharmaceutical of claim 
47. 

73. (previously presented) A method of claim 68> wherein the matrix metaUoproteinase is 

selected from the group consisting of: MMP-1, MMP-2, MMP-3, MMP-9, and MMP- 
14. 

74. (previously presented) A method of claim 68 wherein the matrix metaUoproteinase is 

selected from the group consisting of; MMP-2, MMP-9, and MMP-14. 

Claims 75 - 77 (cancelled) 

78. (currently amended) A process for the preparation of a radiopharmaceutical, said 
process comprising generating a macrostructure from a plurality of molecular 
components wherein the plurality of components includes a compound of - claim 1 
fi n rl n cytotoxic radioisotope comprises a radiopharmaceutical according to claim 
47. 



79. (cancelled) 
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